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INTRODUCTION
Zn 2ϩ is sequestered in synaptic vesicles of many excitatory forebrain neurons. Under conditions of intense presynaptic activity, as occurs in epilepsy or ischemia, Zn 2ϩ is released into the synaptic space, where it is estimated to achieve peak levels of 100 -300 M. Observations that Zn 2ϩ accumulates in injured postsynaptic neurons, and that extracellular Zn 2ϩ chelators decrease both the Zn 2ϩ accumulation and resultant neurodegeneration support the hypothesis that trans-synaptic movement of Zn 2ϩ ("Zn 2ϩ translocation") contributes to the neuronal injury in these conditions (Frederickson et al., 2000) . Studies in culture have provided insights into mechanisms through which Zn 2ϩ translocation may cause injury. Regarding routes of entry, Zn 2ϩ can induce neuronal injury after entry through either N-Methyld-aspartate (NMDA) channels, voltage-sensitive calcium channels (VSCC), or Ca 2ϩ -permeable ␣-amino-3-hydroxy-5-methyl-4-isoxazolepropionic-acid (AMPA)/ kainate channels (Ca-A/K channels) (Weiss et al., 1993; Koh & Choi, 1994; Yin & Weiss, 1995) . However, of these routes, Ca-A/K channels appear to be most permeable, with VSCC or NMDA channels showing moderate and minimal Zn 2ϩ permeability respectively (Yin & Weiss, 1995; Sensi et al., 1999) . Consistent with the high rate of Zn 2ϩ flux, neurotoxic consequences of rapid Zn 2ϩ entry are particularly evident in the subset
